CENTER FOR DRUG

EVALUATION AND
RESEARCH
Approval Package for:
APPLICATION NUMBER:
83-547
Generic Name: Estradiol Valerate Injection, 20mg/mL
Sponsor: Chromalloy Pharmaceuticals, Inc.

Approval Date: February 28, 1979



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

83-547

CONTENTS

Reviews / Information Included in this ANDA Review.

Approval Letter(s) X
Tentative Approval Letter(s)

Final Printed Labeling X
CSO Labeling Review(s)

Medical Officer Review(s)

Chemistry Review(s) ~ X

Microbiology Review(s)
Bioequivalence Review(s)
Administrative Document(s)
Correspondence

ol




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

83-547

APPROVAL LETTER



NOA 83-547 | B 26u9m |

Att@:tlm: Sauml M.

73 F}l.Dq

Reference is made to your abweviated new drug application submitted
pﬁrsuan’* to Secticn 505(b} of the Federal Food, Drug, and Cosmetic Act
for Estradiol Valerate Injection, 20 my/ml.

@fm is alsomaée to fI) am' letter of September 2, 1977, (2} tﬁe

RAL, FEGISTER M of O 7, 1977 and (3) your commmmications
d October 17, 1977, Oz:te!aer 31, 1977, Hay 19, 1978, M}f 31 1978
and Fe!mmry 15, 1978,




Enclosures:
Conditions of Approval of a Mew Drug Application
ecords & Reports Recuirements

10S-DO  DUP HFD-614
MSeife/JIMeyer/MAJarski
R/DinitIMeyer/MSeife

ft/cjb/2-27-79 approyed
4 Lifor

APPEARS THIS WAY
ON ORIGINAL
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ESTRADIOL VALERATE INJECTION

WARNING

1. ESTROGENS HAVE BEEN REPORTED TO IN-
CREASE THE_RISK OF ENDOMETRIAL CARCINOMA.

Three independent case control studies have shown an in-
creased risk of ial cancer in women

exposed to for peciods.!-3
This risk was independent of the other known nsk factors
for endoretrial cancer. These studies are further supported
by the finding that incidence rates of endometrial cancer
have increased sharply since 1969 in eight different areas
of the United States with population-based cancer reporting
systems, an increase which may be related to the capidly
expanding use of estrogens during the Jast decade.4

The . three case control studies reported that the risk of
endometrial cancer in estrogen users was about'4.5 to 13.9
times greater than in nonusers. The risk appears to depend .|
on both duration of treatment! and on- estrogen dose.?
1n view of - (hese findings, when estrogens are used for the
the lowest dose that
will :anlrol symptoms should be utilized and medication
should-be discontinued' as soon as possible. When pro-
fonged treatment is medically indicated, the patient should
be reassessed on at least a semiannual basis to determine
the need for continued therapy. Although the evidence must
be’consideréd preliminary, one sludy suggests. that cyclic
administration of low doses ot eskugen may camy less
risk than appears
Prudent to utilize sich a regimen.

Close clinical surveiltance of alt wcmen taking estrogens
is lmportant n all cases of und:agnosed persistent of re-

ing
n'easures should be undertaken to rule out malignancy.

" There is no evidence at present that "natural” estrogens are
mgre or less hazardous than ‘Synlhetu:" estrogens at
equiestrogenic doses.

2. E%EROGENS SHOULD NOT BE USED DURING PREG-

The use of lemaie sex hormones, ho(h estmgens and- pro~
early y damage
It has been shown that lemales exposed |n

the offspring.
utero to-

an increased nsk of developmg in later life a form ol
vagmal or cervical cancer that is ordinacily extremely
rare5.®  This risk has been estimated as not greater than
4 per 1000 7 F a high of
such exposed. women (from 30 to 90 percent) have been
found to have vaginal adenosis®-!2 with epithelial changes
of vagina and cervix. Although these changes are histologi-
cally benign, it is.not known whether they are precursors of
malignancy. Although similar data are not available with the
use: of other estrogens, it is reasonable. to pmsume they
woild induce similar changes

Several feports suggest an assucualmn between intrauterine
to female sex hi

mcludmg congenllal heart delecls and limb reduction -de-
fects.! One case control study'$ estimated a 4.7 fold
“increased risk of limb reduction defects .in infants exposed
in.utero to.sex hormones (oral . l:onuaoeptlves, hormone with-
drawal. _tests for for

- threatened abortion). Some of- these exposures were_very
short and involved only a few days of treatment. These
data suggest that the risk of limb.reduction defects in ex-
posed fetuses is somewhat less than'1 per: 1000

in the past,. female sex hgrmones have. been used during
pregnancy _in an.. ahempl fo- Ireat Ihreatened or habitual
abortion. There Is: are
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INDICATIONS: Estradiol Valerate is indicated in the treat-

" ment of:

1. Moderate to severe vasomotor symptoms associated with
the menopause. (There 1s no evidence that estrogens are
effective for nervous symptoms or depression which might
occur during menopause, and they should not be ‘used (a
treat these conditions.)

2. Atrophic vaginitis. R4

3. Kraurosis vulvae.

4. Female hypogonadism.

S. Female castration.

6. Primary ovarian failure. -

7. Breast cancer (for pallistion only) in appropriately se-
fected women and men with metastatic disease.

8. Prostatic i — p therapy of

disease.

ESTRADIOL. VALERATE [NJECTION HAS NOT BEEN
SHOWN TO BE EFFECTIVE FOR ANY PURPOSE DURING
PREGNANCY AND ITS USE MAY CAUSE SEVERE HARM

- TO THE FETUS {SEE BOXED WARNING.)

CONTRAINDICATIONS: Estrogens should not be used in
womef {or men) with any of the fotiowing conditions:
1. Known or suspected cancer of the breast except in
appropriately selected patients being treated for metastatic

‘disease.

2. Known or

3 Known or suspected plegnancy (See Boxed Warning).
zem!al“ e

5 Active

6. A past history of thmmbophlebms thrombosis or throm-
boembolic disorders associated with previous estrogen use
(except when used in treatment of breast or prostatic malig-
nancy).
. .m
1. ion of

. Long-term

{. natt

i t and’
in- certain’ animal species increases the frequency of car-
cinomas af the breast, cecvix, vagina, and liver. There is
now evidence that eslrogens increase the risk of carcinoma
of the endometrium in tumans. (See Boxed Warning).
At the present time -there is.no sahsfac(my evidence that

.- estrogens given to postmenopausal women increase the

risk of cancer of the breast'® aithough a recent tong-term
fotlowup of a single physician's practice has raised this
possibility.‘“ Because of the animal data, there is a need
for caution in prescribing estrogens for women with a
strong family history of- breast canceror who have breast
nodules, fibrocystic disease, or abnolmal mammograms.

2. Gall bladder disease. - A recent study “has reparted 2 2
to 3-fold increase in the risk of surgically confirmed gall
Bladder disease in women receiving postmenopausal estro-.

' gens,'® similar (6- thé 2-told increase’ previousfy ‘noted in

users of oral contraceptives 924 In the case of oral contra-
ceptives the increased.risk appeared after two years of use24

3. Effects similar to those caused. by'_est..mmn-ﬂ.mgestagcn
oral contraceptives. - There are several serious.adverse
effects of oral contraceptives, most of which have not, up
10+ now, a;

-pausal estmgqn lherapy This may reflect the' comparalwely

fow doses -of used.-i ‘worhen.
would be expected that lhe Iarml doses- of estrogen- used to
treat pi fc ‘or-breast cancer-or postpartum breast en-

Ineffective for.these indications, and there is no
from well studies that

for these uses.

1f- this drug is used dunng pfegnam:y, or - me patient be-
comes pregnant while taking this drug, she should be
apprised of the potential risks to the fetus, and the advisa-
b:llw of pfegnancy Ccontinuation.

I'é;::'

zorgemem are- more likely to.result in these adverse effects,
and, in fact, it has been shown that there is an |ncreased
tisk.of men.

-0 in i
. cancef. and wnmen for pastpartuni breasl enzmgement_z"-z’

s now ‘well” established

a. Thromboenibolic’ diseasé.
that users of oral
varioiis lhmmboembollc and unombahc dise

=)

dial infarction,24-3! Cases of setinal (hrombo s,
teric “and opnc neuritis frave “béen

Valerate

EEL

DESCRIPTION A Sterile solutlon of Est
{a long-acting es for

Estradiol Valerate is a white," cryslalllne puwder
usually odorless but may have & faint, fatty odor. °
practically -insoluble in "water;" soluble
methianot, benzyl nzoate ‘and diokane:

Nis
it is

= .

o mmasmnd

In sesame oit and in peanut ml. 1t has ‘the fullow'mg struc-
tral formuta: - .

Cz3H320; 356.5
Estra-1,3,5(10)-n -3I7—d 1 (17 ~l7 1l te.
Euvea ety 176l 078 17 gentencte

-as:  Sterile fol Valerate injection }0' mg.

per ml. in 10 ml. multiple- do's€ vials. - Each ml. contaig:
Estradiol Valerate 10 mg., Chlorobistanol (Chlorat derivatiy
0.5%as preservative in Sesame-Ojl.
Sterlle Estradiol Valerate Injection 20-mg: per mt.. in 10 mi.
multiple dose vials. Each ml. contains: Estradiol Valerate
20 Benzyl Benzoate ZD% Benzyl klcthl 2‘5 as-‘pre-
servative in Castor Ol

o
in castor pie J
soluble :
T T
<25

Sterlle Estradiol Valerate |n;ectlcn 40 mg per'ml. in 10 ml.

muitiple dose vials. Each ml. contains: Estradiol.Valerate
40_mg., ‘Benzy} Benzoate 40%, Benzyl Aloohn| 2% as -pre-
servative in Castor 0|| .

CATEGORY: ESTROGEN™
c‘umuu. PHARuAcoLoGY:

ndirectly, lhey con-
faping of the skeleton, maintenance of tone

.of, - changes in_ the
epiphyses of lhe fong bones that atlow for the pubertal
growth -spurt and its termination, .growth, of axillary and

ubic | : and pigmentation- of the nipples and -genitals.
ecline strogenic achvnty at the: end-of- the: mensuual
cycle can bring on o the of

the most i factor-in the
mature ovulatory cyl:le. However, in“the preovolatory or
nonovulatory’ cycle, estrogen is the printary -determinant in
he onset of-menstruation. Estragens. also a(recl ll! release
of pituitary gnnado(mpms

The .. ic” effects of

similar to Hose of ‘endogenous estrogens: They are solnble
in.watet and. may be absorbed from mucusal surfaces. after
local admintstration.

In résponsive tissues {femate genllal organs, breasts
thatamus, pituitary} estrogens enter the cell and are ‘tfrans-
ported. into ‘the nucleus. .As a result.of- estmgen action,
specific RNA and .DNA Syntheses occu Metabolism and
inactivation occur primarily in-the liver. Some estrogens
are excreted into the bile; however they are reabsorbed from
the intestine and returned to the liver through the portal
venous system. Water-soluble estrogen conjugates are
strongly acidic and are ionized in body fluids, which favor
excretion through thé kidneys since tubdlar reabsorpuan is
minimal.

:Alilsease in postmenopausal: users of estrogens has not:

“forthose:-In whaéstrogens
-~ Large doses of -estraj

’ " b.-Hepatic- adenorital: ‘Benfgn' hepatic” adenomas &
. have not yet been_ reported

. shoc
-carcinoma, has,also beep reporued n.s 1_w'w‘eome taking estr'ogen-
oral

“*stopped’
calcmm Ievel

oral contraceptive users. Thére is evidence-fhat
several of these adverse reactions is related to the dose
the drug. 32/33 ap increased risk of post surgery thrombo-

stiogen should be
duscontmued al least 4 weeks belore siftgery of the". Vpe

diring perluds of p”r‘vlnnged unmnbilu
While an rate of

been
lound 12 36 this does not rule out the possibility -that such
an .increase- may: be.present or.that subaaups 3 -

have- underlying risk. factors, or who. are: récei
large doses of estrogens may have ased risk. Therer
fore. estrogens - shoummot -be used.in "persons wml active

“shauld not -be* used {except i eatment -of- mahgnancy) in
persans with a history of such:disorders in-assoclation with
estrogen use. They should:be used with cautiaa-in.patients
with cerebral vascular or coronary ?ﬂy disease and_only

gen (.
day), conwarable to those used ln treal cancer: of the: pmstahe
hi 1 0 ive clinical

gen this” atiy: o
embolic and u'ombun: adverse el'fecls assdc
contraceptive: -use ::should .:be consideted clear*‘ﬂsk

to

be associated with the use of oral contriceptives3®-40
+Although :benign, and rare, - these. may rupture: and cause
death through intraabdominal hemorchage. Such lesions
association, with other _estro-
d- be considered

lﬂl of PN)!GS[BEE“

; this
malignancy lo thése drugs is not known t this time. -

with estmzen use, espeually
d. Glucose

and- appmpna A

med al and family hlslory should be !aken
of .any.estrogen therapy.  The.

ic. physlcal elamu\auons shoyl
Special” ‘reference to blood pressure, breasts, abdomen,
pelvic organs,. and. should include a Papdmcnlau sme .
As a geneial rule, estrogen should not be prescril
longer than one year without another phys«cal exammatwn
being performed.

2. Fluid retention — Because estrogens may cause some
degree of fiuid might be 8 by




2.. Breasts,
- T ‘. A =
3. Gas! testinal. ‘.
Nausea, vomiting; i cramgs, ing;
. jaundice. S .
4. Skin., .. T . . o8
Chloasma or. elasma which may persistwhen drug is dis-
anti ‘erythema multi héem

. g\a_gic eruptiol

) as possible...

this factar such as epilepsy, fugraine, and cardiac or renal
dysfunction, require careful observation.

3. Certain patienits may develop undesirable manifestations
aof 7] geni g ion, such as ab of
excessive uterine bleeding, mastodynia, etc.

4. Oral contraceptives appear to be associated with an in-

creased incidence of mentat depressionZ4 Although it is not

clear whethes this is due to the estrogenic or progestagenic

component of the contraceptive, patients with a history of
ion should be d.

5. P g uterine leiomy ‘may increase in size

during estrogen use.
6. The pathologist should be advised of estrogen therapy
when relevant specimens are submitted.

7. Patients with a past history of jaundice during pregnancy
have an increased risk of recumence of jaundice while re-
ceiving_ estrog ining oral ive therapy. If
jaundice "develops in any patient receiving estrogen, the
medication should be discontinued while the cause is in-
vestigated. <

8. Estcogens may be poorly metabolized in patients with
impaired liver function and they should be administered
with caution in such patients.

9. Because, "l inf| the of catcium
and phosphotus, they should be used with caution in pa-
tients with ic bone di that are associated

with hypercalcemia o in patients with renal insufficiency.
10. Because of the effects of estrogens on epiphyseal cio-
sure, they should be used judiciously in young patieats in
whom bone growth is not complete.

11. Certain endocrine and liver function tests may be af-
fected by { ink at i The

2 or: ves,
following similaf changes may be expected with larger
doses of estrogen:

a ”

b. Increased prothrombin and factors ViI, Vlll,_IX, and X;

Pplatelet aggregabitity.

c. Increased thyroid binding globulin (TBG) {eading to in-
creased circulating total- thyroid hormone, as'measaced by
PBi, T4 by column, or T4 by radioimmunoassay. - Free T3
resin uptake is- . reflecting the T8G; free
T4 concentration is unaltered.

d. Impaired glucose tolerance.

e. D i

-f. Reduced response'lo metyrapone test.

8. Reduced serum folate conceatration.
serum triglyceride and

tion. .
B, Prégn‘am:y Category X. See Cantraindications and Boxed
Warning. R . . .

C. Nursing Mothers. As'a general principle, the admin-
istcation of any drug to nursing mothers should be done oaly
when clearly necessary since many drugs are excreted in

- human milk.

ADVERSE REACTIONS: (See Warnings regarding: induction
of peoplasia; adverse effects on the fetus, increased-inci-
dence of -gall bladder disease, and- adverse effects similar
!IP those of eral i i i i
he f i

» - )
R it -adverse i have been re-

ported with ic therapy, i ing oral i

1. “Genitourjndry ‘system, o . . g

Breakthrough' bleeding, 'sponir;g, change in menstrual flow; i.
1 ee al-te e

during and after treatme crease in
myamata, . vaginal candidiasis; change in cervical eversion
and in degree of cervical secretion; cystitis-like syndrome.

m ytnema, mor-
0ss of scalp hair; hifsutism. t

. Eyes. ) .
Steepening of coreal curvature;
lenses. )
G‘. CNS.:

t migraire, dizzi : mental - i ,"chorea.‘
7. Miscellaneous. . ° |

: ) . & e
Increase or decrease in weight; -reduced- carbohydrate toler- “r=="

avatioh’ of-porphyria; edema; changes'.in Jibido.
ACUTE OVERDOS'AGE:- Numerous reparts. of nge_s_'linn of
farge doses of oral

young. children indicate that serious ill effects do not occur.

- Overdosage. of estrogen may -cause nausea, and withdrawal

bleeding may occur in females. = .
DOSAGE AND ADMINISTRATION: Cate should be taken to
inject deéply Into the upper, outer quadrant of the gluteal
muscle- Toll g ' usual for
admlnistratlr_l\i. . o s

icaliy for short term use aniiy: .

7L Gilven ¢
" For treatment of modérate to severe yasomotor symptoms,
atrophic. vaglnitls, or k Is vilvae, with

Se '&nt will “controt -symptomév'shﬁuld be
should be di: inued as promptly

\dministration- shouid-be cyclie (e.g., 3 weeks on' and 1
weekoff), .. .. oo " :

Altéimpts to’ discontinie ¢r tapei medication $hoiild be made
4t 3 to 6 month intervals. .

+ -The usual dosage is 10 t0-20 mg, Repeat twuvnr three weeks

after - initial In)ection. —Contintous therapy with estrogen

.-alone may induce dysfusictional bleeding.

2. Giveh cyclically: " .
Female "cy i Y

- female” ¢ i primary ovarian
" failwe. o s -'”
210 10.20. g .M. Repeat in two to three weeks after initial
ln]eptlon. . E P

3. Given chronically:

. Inoperable progressing prostatic cancer.
~'30"mg: or more every-l to 2 weeks. Close. medical ‘super-

vislon is‘mandatory.” Suspend therapy if there is a relapse.
Soreness of the breasts or gynecomastia may “occur;. hyper-

. calcemia may develop. "

Treated patients with. an intact uterus stiould be monitored
clasely. for.signs of endorietrial- cancer and appropriate
diagnostic measures should be taken to rule out malignancy
in the event of persistent or recurring abnormal vaginal
bleeding. P N -

HOW SUPPLIED: Multiple dose vials of 10 it. containing
10 mg., 20 mg. and 40°mg. per ml. PROTECT FROM LIGHT.

“CAUTION: Federal law prohibits dispensing without  pre-
~ scription. - . .

Literatore Revised: March 1977
Product No. 0026-}0,' 0027-10, 0244-10.
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Sterile 10 ml. NDC 038t.0027-10 Multi-dose

ﬁ ESTRADIOL VALERATE INJECTION

20 mg./ml. FES 2 8 mg

Each ml. contains: Estradiol Valerote 20 mg., Benzyl Benzoate
20%, Benzyl Alcohol 2% as preservative in Castor Oil.

USUAL ADULT DOSE: latromuscular. See package insert.
CAUTION: Federal law prohibits dispensing witho i

ut
873/0027-10

@ CARTER-GLOGAU LABORATORIES
Qﬁ/ Division.of Chromatloy Pharmaceuticals, Inc.
— Glendale, Arizona 85301

Sterile 10 ml. NDC 0381-0027-10 Multi-dose N

:  ESTRADIOL VALERATE INJECTION, Lin 2 o -
i 20 mg./ml. LAl & & 1979
e Areant 7ot Volerate 20'ng.. Benar! Beniote ‘

USPRL ADULT DOSE: fatn lar. S, kage i
W CASTION: Federal law prohibits dispenting withost prese igion:
i 873/0027-10

Division of Chromalioy Pharmaceuticals, In¢.
Glendale, Arizona 85301

,{;c? CARTER-GLOGAU LABORATORIES

Sterfle 10 mi. NDC 0381-0027-10 Multi-dose

‘ ESTRADIOL VALERATE INJECT 10N

0 mg./ml. FEB 2 B !QTQ

|. contains: Estradiol Valerate 20 mg., Benzy! Benzoate

20%, Benzyl Alcohol 2% as preservative in Castor Oil.

USUAL ADULT DOSE: lnl’mm\‘uscular. Seeh package insert. - -
: Federal law prohibits di ing without p

C.AUTION Federal law LA

CARTER-GLOGAU LABORATORIES
Division of Chromaiioy Pharmaceuticats, Inc.
Glendale, Arizona 85301




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

83-547

CHEMISTRY REVIEW(S)
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S I cumrsr's REVIEW R - | sm . : )
ABRREVIATED NEW DRUG APPLICATION ement. Date: | noa wuer:

OR_SUPPLEMENT e 83-547

‘P“‘EANDADDRESSOFAPPLICANT R A

- ' XXX
Chromalloy . Pharmaceutlcals, Inc. A e gﬁggeggT

Glendale, AZ 85301 . S . . [RESUBMISSION

{PURPOSE OF RWENGRENT/SUPPLERERT RORRESPONDENCE .

1 - " . - labeling, manufacturing : L L OTHER
1o ' - - B '[DATE(s)- of SUBMISSION(:

1 - ' . , see issuing letter- =
PHARMACOLOGITAL CATEGORY — JNAVE OF DRUE— I JAOR DISPENSED
E L r . : tradiol valerate - " . - XX -
. estrogen. . 'es- adio _Ya erace TR oTC -
mrmr) N L 6 - . JRELATED IND/NGA7OME —
imjection.. | | afimgm 2l D) f83-546.° 83-547. . -
‘ S | R C . : : 83-714 ... o

SAMPLES _

FouN . ) See Medical Offlcer s review of 2= 26—79 .' . . -
E"_'—'—_ml.osic AVAILABILITY . — P —

-~ _'not requ.lred _ - e o ;
§m—r—ﬁmﬁ - — - —~
: -~ related HFD-322 memo of 11—20—78 Carter—Glogau proflle of- 8-11-78;

: - of 7-17-78 .
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APPLICATION NUMBER:

33-547

ADMINISTRATIVE
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REVIEW OF E§ﬁBMISS;0N

DATE COMPLETED: 9-25-75 83-547

F.R. DATE: 6-25-72
CO. NAME: Carter-Glogau Labs. Div.
Chromalloy Pharmaceuticals,
Glendale, AZ 85301
NAME OF DRUG: Generic: Estradiol Valerate Injection 20 mg/ml ___
' DATE OF SUBMTSSION: 8-15-75
TYPE OF SUBMISSION: Resubmission (reply to FDA letter 4—23;75)
CLINICAL EVALUATION: |
l.v Review of Sfudies:

Bioavailability Requirement: NOT -required
Pertinent data is to be reviewed by the chemist

2. Review of Labeling:

a) Container Labels: Satisfactory
*Castor oil as vehicle

10 m1,vial

b) Insert Labeling: Not submitted
CONCLUSION: Labeling is satisfactory for container labels

RECOMMENDATIONS: The firm is to be so notified

. ees M.D.
"~ Dup

"HFD-530
VVKarusaitis/rt/9-29-75

V. V. Karusaitis,

Inc ;,." :




MEMORANDUM OF A TELEPHONE CONVERSATION

February 14, 1979

BETWEEN -

Marvin Seife, M.D., Director
Division of Generic Drug Monographs, FDA

AND ' =

Pir. Jack Dale, Director
Quality Control
Carter-Glogau Laboratories
Glendale, AZ 85301

SUBJECT: Physician’s Package Insert 7
1. 83-714 Estradia] Valerate Injection, USP, 40 mg/ml.

83-;J=.ﬁEstradiel Valerate Injection, USP, IC mg/ml.

stradiol Valerate Injection, USP, 20 mg/ml.

@r. Dale was informed that the physician's package insert déted Nov. 1976,
in each of the above submissions contained 8 INDICATIONS for use. He was
requested to delete indication #9 which allowed the drug to be used for

sy it T AR 7

e

Pir. Dale stated that the afov@lentioned indication had been deleted in the
reprinted Estradiel Valerate insert dated March, 1977. Unfertunately, the
‘firm had failed to forward copies of the revised physician's package insert
to this Division, but was doing so today. s '

az?if Seife, M.D. /Tﬂ
cc: _ ,
83-714 (orig.dup.)

83-546 " "

83-547 " "

MS/wih/2-22-79
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Myers-Carter Labaratories, Inc.

RPN Y

P P PR ]

b et PR AT oSN P a8




REVIEW OF ANDA

DATE COMPLETED: 3/19/73 ANDA #: 83-547
F.R. STATEMENT DATE: 7/25/72

C0. NAME: Myers-~Carter Labs., Inc.
ADDRESS : 5169 West Bethany Home Rd.
Glendale, Arizona 85301

P

Name of Drug: Trade:

Estradiol Valerate 20 mg/ml
Generic:

Date of Submission: Feb. 5, 1973

Type of Submission: ANDA

Clinical Evaluation:

1. Review of Studies: Pertinent data is to be reviewed by chemist.

Bioavailability status: Deferred

Formulation: Delestrogen Estradiol Valerate Product
20 mg/ml Castor 0il Sesame 0il ,
' 207 Benzyl Benzoate 2% Benzyl Alcohel

2. Review of Labeling: a. Container Label: Unsatisfactory
20 mg/ml multiple dose vial
*Does not state size of vial

b. Insert Labeling: Unsatisfactory

R

e Bt A e 5 5 5 2 543 A 0 5 8 S e i e LA TR i RonSTTH TSN, b e e

Dosage and Administration: Submitted dosage levels are inadequate; ineffectivef
: ' s and demonstrate lack of knowledge of product.

Conclusion: Lébeliﬁg is not satisfactory for the safe and effective use of
this product.

Recommendations: The firm is to be ‘so notified.

( V.V. Karusaitis, M.D.

cc: BD—69,(0rig, Dup, VVKarusitis/ih/4/17/73




NPA Ng¥R5RT
NOTICE OF APPROVAL .
NEW DRUG APPLICATION OR SUPPLEMENT PATE APPROVAL LETTER ISSUED

' ] TO: . FROM: e

o wean of pass! £8 281979

[ ] Bureau of Veterinary Medicine

Press Relations Staff (HFI1-40)

. ATTENTION
Forward original of this form fe 3
approval has been entered abo}d

- TYPE OF APPLICATION - . CA{&SORY
Cl SUPPLEMENT % ABBREVIATED 3 SUPPLEMENT P¥

: L OFeN TONDA .~ ORIGINAL NDA__“— TO ANDA CTHuMAN [l VETERINARY
TRADE NAME (or other desxgnated name) AND ESTABLISHED OR NONPROPRIETARY NAME ¢if any) OF DRUG.

Estradiol Valerate \

DOSAGE FORM

" [CJoRIGINAL NDA

HOWmRISPENSED
> S
CIrx [JoTc

List by established or nonproprietary name(s) and include amount(s), if amount is

i ACTIVE INGREDIENT(S) (as declared on label.
H declared on label.)

Estradiol ¥alerate 20 mg/ml . : :

NAME OF APPLICANT (Include City and State)

oy Pharmaceuticals, Inc. -~ Glendale, AZ 85301

. “
PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

1

. COMPLETE FOR VETERINARY ONLY
ANIMAL SPECIES FOR WHICH APPROVED ' '

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PREPARED BY

NAME MJarski DATE
e JiMever FORM APPROVED BY

NAME

DATE

FORM _FD_I_642 (2/75) 'PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.
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EMF‘!DMALLDY PHARMACEUT!CALS IZC.

A SUBSIDIARY OF CHROMALLOY AM%RICAN CORPORATION

CARTER - GLOGAD “\\EABC}FQATDFIIES D_IVISIDN
Feburary 15, 1979

Marvin Seife, M.D.

Director o

Generic Drug Staff o NDA OR’G AM NQK‘ENT
Office of Scientific Evaluation ;

. Bureau of Drugs d
Department of Health, Educatlon & Welfare [ = :
Public Health Service - . _ . '. ,#ﬂ.
Food and Drug Administration - D ' -
Rockville, Maryland 20852

SUBJECT: NDA 83-546 Estradiol Valerate InJ 10 mg. /m1.7”‘ B
NDA 83-547 Estradiol Valerate Inj. 20 mg./ml.
NDA B3-714 Estradiol Valerate Inj. 40 mg./ml.

-Dear-Dr. Seife'

: In response to your telephone ‘call today, I am enc1051ng 25 phy51c1ans
package inserts- for Estradlol Valerate Injection 10, 20 and- 40 mg. /ml

These inserts were revised in March 1977 and . show only. the 8 1nd1cat10ns
you specified. I can find no record that they were submitted to you -;ﬁ
previously so I assume we were holding them ant1c1pat1ng add1t1ona1
indications would be approved ;

Slncerely, ;-7'

© CARTER-GLOGAU LABORATORIES DIVISION
© CHROMALLOY PHARMACEUTICALS, INC. -

ILUI‘A us.‘w_l
“(M-C LABS) ©°

’7LJack K. bale, Ph.D.
_;'Vlce President o ‘

' erallty Control/Regulatory Affalrs
o JKD/ht |

enc.

SSRGS 47
| TELEPH"VE (602):939-7565 8 TELEX 66-8304




CHRDMALLDY pHAnMAcEUTu:ALs INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

[

CARTER- GLDGAU LABORATORIES DIVISION

July 31, 1978

Marvin Seife, M. D.
Director

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs .

Department of Health, Education and Welfare
Food and Drug Administration

Rockville, MD 20857

SUBJECT: ESTRADIOL VALERATE INJECTION USP, 20 mg/ml.
NDA 83-547

Dear Dr. Seife:

We are updatlng our Abbreviated New Drug Application
for Estradiol Valerate Injection USP 20 mg/ml.

Attached are the Master Formula Card, Manufacturlng
Procedure and the change of specification for
Estradiol Valerate Injectlon as required in USP
XIX, page 180-181.

As we have submitted all the required informations,
we would greatly apprec1ate prompt approval of
this ANDA.

Sinceyelly yours, :

(M-C LABS)

CARTER- _ ORATORIES DIVISION
CHROMAILLOY PHA CEUTICALS, INC.

Samupl M.
Dire¢tor

Fainberg, Ph. D.

SMF/edc
encls:

5160 WEST BETHANY HOME ROAD ¢ GLENDALE, ARIZONA 85301
TELEPHONE (602) 939-7565 @ TELEX 66-8304

GENERAL OVWES:




C‘.HRDMALLDY PHARMACEUTICALS "TNIC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISIDN

Marvin Seife, M.D. _ "~ May 19, 1978
Director

Division of Generic Drug Monographs

Office of Drug Monographs L ADDER
Bureau of Dr{lgs ’QR%G HL’;J ( U ij}
Department of Health, Education, and Welfare

Public Health Service

Food and Drug Administration’

Rockville, MD 20857

SUBJECT: ESTRADIOL VALERATE INJECTION, 20 MG/ML
) NDA 83-547

Dear Dr. Seife:

Reference is made to our letter of October 17, 1977 in which
-we requested approval of this ANDA based on the Federal Reg-
ister Notice of October 7,.1977 amending DESI 1543 allowing
the approval of an abbreviated new drug application for this

product. '

Reference is also made to our submission of October 31, 1977
in which we supplied the patient package insert as you re-
quested in your letter of October 28, 1977.

To date we have not received an answer to either of these com-~
munications. As we have submitted all required information we
would appreciate prompt approval of this ANDA.

{(M-C LABS)

IFFICES:"

S

5160 WEST BETHANY HOME ROAD & GLENDALE, ARIZONA 85301

TELEPHONE (602) 939-7565 ® TELEX 66-8304

GENER)




¥

GENERAL OF..c4)

ES: |

5160 WEST éETHANy HOME ROAD e GLENDALE, ARIZONA 85301

TELEPHONE (602) 9397565 @ TELEX 66-8304

AHROMALLOY PHARMACEUTICALS, INC.

._&‘t '

A SUB&DIARY OF CHROMALLO‘Y AMERICAN CORPORATION

(M-C LABS) "~

CARTER - GEOGAU LABORATORIES DIVISION

p

- October 31, 1977 ot MDA
| | . , Nalby i
Marvin Seife,'MEQ:t“

Director _ : -

Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare
Public Health Service

Food and Drug Administration

Rockville, Maryland 20857

" Subject: NDA 83-397, NDA 83-546, NDA 83-547, NDA 83-599 ,
S “NDA 83-714, NDA 83-826, NDA 83-840, NDA 84-032 .
NDA 85-239, NDA 85-620, NDA 85-666, NDA 85-673
NDA 85-703,- NDA 85-704, NDA 85-865

Déar“Dr; Seifeﬁ

_-,Ih.accordance with your two letters of October 28th, 1977 éovéring' -
"the above NDA's which are Estrogen containing preparations, enclosed -
\ P ‘ L

. y vj: please find the Estrogen Patient Package Insert you requested.

/»*rfThis jnsert is in accord with the Federal Register notice of July
\ . 22nd, 1977.- . o :

Hi"Shqulg you'require further information please do not hesitate to
“vwrite or calle. . .~ = - ' ' '

AN P .
T 78§pcere1y yours,

ARTER-GLOGAU LABORATORIES DIVISION
PHARMACEUTICALS, INC. -

"/ Ronald M. Cartey -
~. President .. -

-'%r;'Sém Fainberg -
pvernor Herschel Loveless




A e ety

HERSCHEL C. LOVELESS
7523 17TH STREET. N.W.
WASHINGTON, D. C. 20012

June 1, 1978

« ameer

TO WHOM IT MAY CONCERN:

This is to advise that the undersigned
is no longer associated with Chromalloy
American Corporation, Chromalloy Pharmaceuticals,

Inc., or any units of these corporations.

Sincerely,

v

Herschel C. Loveless g

HCL/ jhr




OCT 28 1977

“’%ﬁ ?3«5&% MR 53908
WA 53-599 oA a0z

farter-Slogas Laboratories 2ivision ’ o
Chremalioy Phovsacenticsls, irze.

Axtention: Semusl ¥, Falnberg, ?ﬁ.ﬁ

5150 ¥, Bethany Hows Boad

Glendale, &7 5539

RE: Estregen Confatuing %—mﬂﬁm mﬁi?&m& for Labeling
| %imtﬁé te the Patient,

ﬁmﬁm

d sactions of this metice ave snclosed, and the ; effertive

fate of the ruling was Gotober 18, 1977,
Flease submdt the resulw PRt




CHRDMALLDY PHAF!MACEUTICALS |'7N"G.'

A SUBSIDIARY OF CHROMALLOY AMERICAN CORF’ORATION

-CARTER-GLOGAU LABORATORIES DIVISION
October 17;,1977

Marvin Seife, M.D.
Director _
Division of Generic Drug Monographs
Office of Drug Moncgraphs I ~
Bureau of Drugs' e
Department of Health, Education, and Welfare
Public Healih Service
Food and Drug Administration
¢ FRockville, MD. 20857

SUBJECT: - ESTRADIOL VALERATE IWJﬁ TTION, 20 MG/ML _"
’ NDA 83~ 547 : :

Dear'Dr[ Seife:

- Reference’ is made to your communication of Auouet 25, 1877
- Yegarding NDA 85-547 for Estradiol Valerate In1ect10n,20 mg/ml

'maklng reference to the FederaJ ReQLSfer Not:ue of September 29,
1976.  In this lettey your Jnxormed us that a- quL new “drug ap-
lecatlon was requ;fed. ' B ‘ '

-We call youx attent1on to the Federal Reglst\_ NOtTC‘— Volume
42, No. 195 dated Friday, October 7, 1977 DESI 1543.._11 this
Federdl Register Notice DESI 1543 is amended to. ‘allow the ag-’
provaT 01 an abeEVlath new.’ drug appllcatlen.rr : :

_vWe respeCqully call to your attentlon that thq ANDK has been
‘on file 51nje"l°73 dnd full. manuFacturlng 1n;orma on as reguired
,byitemsG (components), 7 (comp051tlon), and 8 {met ds, faClllL es;”

LagS)

(M-

g ‘[ﬂvblncere

4. : ."CHROMALT | PraRy
"_ . ) l

B R

li Samrel Ml
V‘szector . : : ‘
:;TeChF‘Fd} and Reculatcry Af;alr .

fainberé, Ph}ﬁ}"j

EST BETHANY. HOME ROAD » GLENDALE, ARIZONA 85301

TELEPHONE ' (602) 93¢
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NDA 83-547

Chromalloy Pharmaceuticals, Inc.

-Carter-Glogau Laboratories Division

Attention: Samuel M. Fainberg, Ph.D.

5160 West Bethany Home Road N
Glendale, AZ 85301 ’

Gentlemen:

Reference is made to your abhrevi@ted new drug application submitted
pursuant to Section 505(b) of the Federal Fooed, Brug, and Cosmetic Act

for Estradiol Valerate Injection.
Referance 15 also made o the FEDERAL REGISTER notice of September 29, 7976,
relating to estrogenic products. '

in accord with the FEDERAL REGISTER potice, page 43116, “For estradféfﬁ#aIerateff
sterile oleaginous solution, approval of a full mew drug application (21 CFR
- 314.4(c)(2) must be obtained prior to marketing such a product”.

”:Aeeerdingty; ff‘yau_étact to file for this product a full new dryg application
should be appropriately submitted. ‘

Harvin Seife, M.D. _
Director ; L

- Biviston of Generic Drug Monugraphs:
Uffice of Drug Monographs

Bureau of Drugs

€e:
LOS-DO
HFD-614

VVKarusaitis/JIMeyer/MJarski
R/D init JMeyer/MSeife/8/31/7

pS/A/3TT C%dl“@zsz |
'}j]MAf&{éz’ébL /'7'7




CHROMALLOY PHARMACEUTICALS, INC.
A SU.BSIDIARY. OF CHROMALLOY AMERICAN CORPOR‘ATIO.N M/

CARTER-GLOGAU LABORATORIES DIVISON 7

June 24, 1977
H
'~ . Marvin Seife, M.D.

Director
Division of Generic Drug Monographs R
Office of Drug Monographs
Bureau of Drugs
Department of Health, Education, and Welfare
Public Health Service
Food and Drug Administration
Rockville, MD 20857

SUBJECT: ESTRADIOL VALERATE INJECTION USP. 20 MG/ML
NDA 83-547

Dear Dr. Seife:

We hereby amend our NDA ‘83-547 for Estradiol Valerate
Injection USP, 20 mg/ml. ' ..
This amendment provides for an addltlonal batch size of

—— Master Formula Card reflectlng this change is
attached.

There are no other changes or additions to this NDA.

Sincdrelly yours,

CARTER-GLOGAU LABORATORIES DIVISION
CEUTICALS, INC. .

(M-C LABS)

Samugl M. Fainberg, Ph.D.
Dire¢tor
Technlcal and Regulatory Affalrs

SMF/jcw
encl

)FFICES:
5160 WESTBETHANY HOME ROAD @ GLENDALE, ARIZONA 85301

_TELEPHONE (602) 939-7565 @ TELEX 66-8304

R

_ GENER/,,




IFFICES:
5160 WEST"BETHANY HOME ROAD e GLENDALE

TELEPHONE (602) 939:7565 e TELEX 66-8304

GENER

» ARIZONA 85301
(M-C LABS)

CHFIDMALLDY PHARMACEUTICALS INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

(2 77

CARTER-GLOGAU LABORATORIES []\V

June 3, 1977

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs
Cffice of Drug Monograrhs

Bureau of Drugs

NDA ORIG AVEHDHENT

Department of Health, Education, and Welfare

Public Health Service.
Food and Drug Administration
Rockville, MD 20857

SUBJECT: ESTRADIOL VALERATE INJECTION 20 mg/ml

NDA' 83-547

Dear Dr. Seife:

We hereby amend our application for Estradiol vaterate Injection

20 mg/ml NDA 83-547.

This amendment provides for a change in
- to "Amber". The Master Formula
change is attached.

There are no other chanées or additions
Estradiol Valerate Injection, 20 mg/ml.

the vial type from
Card reflectlng this

to this application for

SMF/jcw
encl




i

(£ CHROMALLOY PHARMACEUTICALS. ING.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION M/’//,

P
CARTER-GLOGAU LABORATORIES DMSION S

June 1, 1977

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs IV[LQ{ZRI ‘ i
Office of Drug Moncgraphs GAﬂv’?Efg’Dﬁvﬂf
Bureau of Drugs LNT
Department of Health, Education, and Welfare

Public Health Service

Food and Drug Administration

Rockville, MD 20857

'SUBJECT: ESTRADIOL VALERATE INJECTION, 20 MG/ML
NDA 83-547

- Dear Dr. Seife:

We hereby amend our application for Estradiol Valerate In-
jection, 20 mg/ml. NDA 83-547. :

This amendment provides for — for the product
rather than o ettty The
Master Formula Card and Manufacturing Instructions reflecting

this change are attached.

There are no other changes or additions to this application for
Estradiol Valerater Injection NDA 83<547.

Sincerelly lyours,

GLOGAU LABORATORIES DIVISION
LOY PHARMAC CALS,- INC. -

- Samuel M. Fainberg, Ph.D.

Directqgr :
Technical_and Regulatory Affairs

LE, ARIZONA 85301
(M-C LABS) ,

2

=

<7565 ® TELEX 66-8304

SMF/jcw
encl

GEnuAAL OFFICES: ,
5160 WEST BETHANY HOME ROAD o GLENDA

TELEPHONE {602) 939




¥ & CHROMALLOY PHARNMACEUTICALS, JNC.

GLENDALE, ARIZONA" 85301

TELEPHONE (602) 939-7565 e TELEX 66-8304

5160 WEST BETHANY HOME ROAD @

(M-C LABS)

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION W
=

CARTER-GLOGAU LABORATORIES DIVISION /

December 16, 1976

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs ’

Department of Health, Education, and Welfare ' NE nara T
PulI;lic Health Servicé NDA OR!G Aiﬁt“jggﬁ{:ﬁ
Food and Drug Administration '

Rockville, MD 20852

~ nsmtit

SUBJECT: ESTRADIOL VALERATE INJECTION, 20 mg/ml EJ
NDA 83-547

Dear Dr. Seife:

We hereby amend our NDA 83-547 for Estradiol Valerate Injection,
20 mg., to provide for a revised insert in accord with the Notice
published in the Federal Register, Volume 41, Number 210, Friday,
October 29, 1976. )

Attached is the revised insert. There is no other change or addition
to this NDA. - ‘

i_

Sincen@ly?yours,
{ :

CARTEIt—GﬁOGAU LABORATORIES DIVISION
CHRowp '

\/

1
SamueliM:—Fainbéf§7—iﬁ;T .
Directjr
Technidal and Regulatory Affairs

SMF/jcw
encl

T
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&9 CHROMALLOY PHARMACEUTICALS, If

(M-C LABS)

TELEPHONE (602) 939-1426 @ TELEX 66-8304

P

4

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

August 15, 1975

Marvin Seife, M.D. NDA CRIG AMENDMENT

Director ’
" Division of Generic Drug Monegraphs }73h

Ooffice of Drug Monographs L

Bureau of Drugs o

Department oOf Health, Education, and Welfare

Public Health Service

Food and Prug Administration

Rockville, MP 20852

- SUBJECT: NDA 83-547 o
ESTRADIOL VALERATE INJECTION
20 mg, ‘per ml.

Dear Dr. Seife:

We are supplementing our abbreviated NDA for Estra-
diol Valerate Injectiom, 20 wmg. per ml., NDA 83-547
to provide for an alternate ———————  castor oil.
and an additional batch size of '

We are supplying the following information;

1. Master forwmula card for batch.
2, Manufacturing instructioms fer ————— batch.
3. Revised labels reflecting the use of castor oil.
h, sStability data on the formulation using castoer oil.
5. Assurance that the drug desage form and component:
, will meet specifications, :

No other infofmation contained in our NDA has been
changed. - o

- Sincer 1; yours,

CARTER+GIJOGAU LABORATORIES DIVIS
CHROMALLGY PHARMACEUTICALS, INC,

I

Samuel,ﬁ. Fainberg, Ph.D.
Director
Tecbnic?l and Regulatory Affairs

1

SMF/ jw
encl: FD Form 356H




5160 WEST BE THANY-HOME ROAD & GLENDALE, ARIZONA. 85301

TELEPHONE (602)-939-1426 @ TELEX 66-8304

_GENERAL .OFFICES:

A{M-C LABS)

CHRDMALLDY PHARMACEUTICALS

, | .//.._
L ORIG NEW CORRES &

a _-UBSID(AHV OF CHROCMALLOY Art we LU AN ( RO A iy

Dear Dr. Seife-
~ 356H for. 'NDA 83- 5&7 for Estradiol Valerate Igjection

This supplement prov:mdes for

CAQTERrGLDGAUIJNEDQAWDQES[JVBEW¢

. Lt
- ' June 23, 1975 . SWIE

'MarV1n Seife, M.D, » ‘ , L . !

Director R
Division of Generic Drug Monographs R
Office of Drug Monographe : “ﬁ-'m

Bureau of Drugs.

Department of Health Education, and Welfare
Public Health Service .
Food and Drug Administration ' .
Rookville, MD- 20852

SUBJECT- NDA 83 5&7 i e
' ‘ESTRADIOL VALERATE INJECTION P
20 mg. per ml. i

We are attaching hereto our supplement and ;D'Form

20 mg. per ml. o

feto be performed by- L

: FD Form 356H,

A AR A i
e i =

- wf;m-w" Letter of cer 1fi\cation '




ZL,(
CHROMALLOY PHARMACEUTICALS, Ih(C.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

June 23, 1975

ORIG NEW CORRES

Marvin Seife, M,D.

Director
Division of Generic Drug Momnegraphs ”0
Office of Drug Monographs st

Bureau of Drugs
Departwent of Health Education, and Welfare

Public Health Service
Food and Drug Administration 1, (7€
Rockville, MD 20852 '

SUBJECT: NDA 83-547
Estradiol vValerate Injection
20 mg, per ml,

‘Dear Dr. Seife:

Reference is made to your letter of Jume 12, 1975,
regarding NDA 83-547 Estradiol valerate Inaectlon,

20 mg, per ml., and a letter we sent you March 5,

1975 , advising you. of the comsolidation of Chrom-
alloy pharmaceuticals, Inc. Division - Meyers-Carter
Laboratories Pivision and Glogau and Cowmpany, Inc., .
inte the consolidated cowmpany, Carter-Glogau Division, -
Chromalloy Pharmaceuticals, Inc.

On May 30, 1975, we submitted a letter to you
withdrawing the c¢omnmunication.of Marchib5; 1975
and submitted another supplement adv1sing you of
the consolldatlon.

(M-C LABS)

Sincer?iy yours,

CA':E-—GLOGAWV- BORATORIES DIVISION
CHROMALLOY PHA CEUTICAL, INC,.

Sampel M., Fainberg, Ph.D.
Dirpctor :
Technical and Regulatory Affalrs

28

5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

. TELEPHONE (602) 939-1426 @ TELEX 66-8304

GENERAL OFF -
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ey Samuel M. Fain {5 i
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? e, AZ 85301 ‘

wema is made to your sbbreviated new dmg application submitted
pursusst to Section ﬁasib} qx Gkﬁ Feder 2@9& Brug, and Cosmetic dct
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5 o  NDAORIG Acddment &
.; IFIDMAL.L.Y PHAFIMACEUTICALS, INC.

’ A SUBSRBIARY OF' CHROMALLOV AMER!CAN CORPORATION

CAETE’R-" S;LEDGAU LABDF—'%ATDF?IES DIVISI-N |

7

June 2, 197:

;M rvin Selfe, M D,

_'D1v151on of Generlc Drug Monographs
- Office of Drug Monographs : '

,Bureau of Drugs' o S
,_Health Educatlon, anﬂ'Welfarev o

perel

.Adm1nls-rat10n




WITHDRAWN %//4;
CHRDMALLDY PHARMACEUTICALS INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABC)F%ATDF!IES DIVISION

May 30, 1975 ), %

Marvin Seife, M.D. ‘I/L/75
Director .
Division of" Generlc Drug Monographs S id

Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and welfare
Public Health Service

Food and Drug Adwministration

- Rockville, MD 20852

SUBJECT: NDA 83-=547
" ESTRADIOL VALERATE INJECTION
20 mg., per wml,’

Dear Dr. Seife:

On the date of March 5, 1975, I submitted

a letter to.you advising you of a name change
effecting the formwmer Meyers-Carter facility in
Glendale, Arlzona. ‘

The termwminology of the Jletter of ".March 5, is
incorrect and I hereby fwithdraw it and request
that the attachment he
that file for NDA 83-5

=

Sirt
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= Samydel
=3 Dir

SMF/ jw
Enc

5160 WEST BETHANY HOME ROAD o GLENDALE, ARIZONA 85301

TELEPHONE (602) 939-1426 TELEX 66-8304 .

GENERAL OFh..£S:
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Therefore, in order to determine that the fests agpliad ko i:tw dmg
dosage form are adequate to assure identity, stremgth, quelit
purity we are reguesting:

« g

(2) vecovery studies which verify the absolute streagﬁh of the
drug dosage form velstive to your assay provedures (including
a em;mt& aceowmt of the procedura) ami, .

ﬁv) an evaluation of the extent of interference from ~————
——— G your progedure. .
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. GENERAL. OFFI

5160 WEST BETHANY HOME ROAD o GLENDALE, ARIZONA 85301

TELEPHONE '(602) 839-1426 @ TELEX 66-8304

NDA ORIG AMENDMENT &

CHROMALLDY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

(M-C 'LABS)

-~ will be made'h

Enclosures: FDIForm.356H o

_CAF?TEF—'R- GLOGAU LABDHATDRIES DIVISION
March 5, 1975

Marvin Seife, M.D.

Director
Division of Generic Drug Monographs
Office of Drug Monmographs —

Bureau of Drugs

Department of Health, Education, and Welfare
Public Health Service

Food and Drug Administration

Rockville, Maryland 20852

SUBJECT: NDA 83-547
’ ESTRADIOL VALERATE INJECTION,
20 mg. per ml.

"Dear Dr. Seife:

We are attaching hereto FD Form 356H to amend our NDA 83 547

- for Estrad101 Valexate InJectlon, 20 mg. per ml,

Also attached is a copy of the letter executed by Mr. Ronald M.
Carter, President, Carter-Glogau Laboratories Division, Chromalloy
Pharmaceutical, Inc. which indicates the consolidation of Myers-

- Carter Laboratories Division and Glogau and Company, Inc. and

provides for their name change, effective immediately.

There has been no change in the physical ‘location of the plant
facilities in Glendale, Arizona and/or Melrose Park, Illinois.
There 1is also no change in company operations and personnel at
elther facility. Changes in the signature lines on labeling.
Spext printing or within six mouths, whichever

Sincprely yours,

R—G OGA_:t wORATORIES DIVISION
A OY"“" ACEUTICAL, INC. '

Samuél
Diret¢tor,
Technical and Regulatory Affairs

Mr. Ron Carter's Letter



:;Februéryfl4, 1975

s
‘Marvin' Seife, M D T R i_ e
Director . C ' : o ]
Division of’ Generic Drug Monographs o L . T
Office. of Drug Monogrnphg L . R R

Bureau of Drugs'.
Department of Health"
Publlc Health Serviaa o
Food and. Drug AdminiaLration T
.Rockv1lle, Maryland 20852 .

qucation, and Welfarev

tSUBJECT' ;

' {ﬁneloeuretj*Lettéftt
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Hyers-Carter Laboratories Divisiea

Chromalioy Phameaaﬁiea’ts; Inc.
Atteuﬁm* Fr. ! Fainberg

5160 West Bethany Home m —

Glendale, AZ 85301

ence {s made to your abbreviated new ﬁmg ayy%iaatiaa submitted
to Sectien 5@5{3&) of the Federal Feod, Drug, Cos Et
tradie]l Valerate Injection, 19 ﬁgJﬁL, ro: 83-586,
alevaie Eﬁimiaa, 20 we. /oy, , ve: 83-587, and (3} Esm_ .
g £ :'ﬁf@ﬁa ? waﬁ‘-) re: 33"?‘#*

rence is also made to your commnfcation ﬁam dung
m%a@iag to methadology of testing.
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REVIEW OF AMENDMENT
DATE COMPLETED: 2-26-79 ANDA #: 83-546 10 mg/ml.
- | 83-547 20 mg/ml.
- 83-714° 40 mg/ml.

F.R. DATE: 7-25-72; 7-22-77

CO. NAME: Carter-Glogau Laboratories -

5160 W. Bethany Home Rd.
Glendale, AZ 85301

NAME OF DRUG: Estradiol Va]erate Injection, 10 mg/ml., 20 mg/ml., 40 mg./ml.

(in 10 ml. multip]e dose via1)

DATE OF SUBMISSION: 2-15-79

TYPE OF SUBMISSION: Amendment
CLINICAL EVALUATION:

1. Review of Studies: NONE SUBMITTED
2. Réview of kabeling:

 FPL, physician's package insert, dated March, 1977, was submitted as
per the telephone conversation dated 2/14/79 between Marvin Seife, M.D.,

and Jack K. Dale, Ph.D. The ~ e ipdication

e

has been deleted and the 1nsert is now acceptable.

CONCLUSION: Satisfhctory-physician's‘package insert.
RECOMMENDATIONS: Approve ANDA's. 83-546, 83-547, and 83-714.

Wérvik Seife, MD. ]

cc:dup
MwaTh/2-26a79
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/ MYERS-CARTER een o NDfORiGA{viEE‘D% NT
LABORATORIES... March 8, 197

SUBS;DIARY OF CHROMALLOY AMERICAN CORPORATION

~ omgit

Marvin Seife, M.D.
Director
Generic Drug Staff
Office of Scientific Evaluation
Bureau of Drugs .
DEPARTMENT OF HEALTH EDUCATION AND WELFARE
Public Health Service .
- Food and Drug Administration _ ’ T
ROckville,'Maryland 20852

SUBJECT: NDA 83-547
ESTRADTOL VALERATE INJECTION 20 mg. per ml.

Dear Dr. Seife:

l;) . In view of your leteer dated December 1, 1973 requesting as assay
revision for our NDA 83-714 for - (estrddiol
valerate) Injection, 40 mg. per ml., we are enclosing a description
of the complete methodelogy of the assay procedure for our NDA
83-547 for Estradiol Valerate Injeection, 20 mg. per ml.

Sinc{

;
: ‘

,Samuei Mo
Direcﬁor,
Techni al and Regulatory Affairs

ORATORTES, INC.

nberg,

MP

Enclosure: = Assay Procedure

kol

GENERAL OFFICES and PLANT: 5160 WEST BETHANY HOME ROAD, GLENDALE, ARIZONA 85301 TELEPHONE - (602) 93941426

' o
CABLE ADDRESS ~ “M-C LLABS PHX"' ) TELEX 668 - 304 &



ues

1543; directéd to the atienfion of
isiropriate. office listed bLelow, and
"} addressed to the Food and Drug Admin-
T istration, 56007 mshers Lane, Roc}:’ville,»
~ MD. 20852‘ .
' Supplements (Idcnt!fy wlth '\YDA number)
Offico. of -Scientific Evaluation (BD—1(}0),
- Bureau of Drugs. - -
© ot - 'Origlnal abbreviated new drug apphcatlons
.77 (tdentily .as such): Drug Eficacy ‘Study
ol Implementat.lon Project Office: (ED-60),
Bureatiof Drugs...

~ Counsel ", ('(rc—x), Room " 6-838,. Parklawin
- Building. - :

Requests for the’ Academys report:

"- 67), Buréau of Drugs.
© Al otner communlcations regard,\ng thls
: . annomlcement. Drug Efficacy qtudy Imple-
_ mentdtion Projecf, Oﬂice (BD—GO) Bureau
of Drugs.:

: Recened requests for a hearmg may
. _be.seen in:the.clfice: of the hearing clerk-

o ‘business:houzs,. “Monday through F;lday.

.ur 04_._-10 c0-46 am T

..4,...- amy,

- Groun, ‘on the followmg drugs._

lndeutxﬁed w iLh the reference number.

-drug

' . ¢-. Request for hemrmg' (Jdent*fy Wlth dockﬂt-
’ ‘number) : 'Hearing €lerk, Office of ‘General:

Drug:;_'
Efficacy - Study Iniormation Control (BD--

.,.Lhat
© - 1, These drugs are: eﬂectlve for the:
: mdlca.tlons described in the “Indlca,tions" :
secmons below, except that;. i
7 (addréss. given: above) during regular -

Thxs notlce 1s 1ssued pmsuzmt to provi--
od, ijug. ) and :

. mth respiratory.acidosis.” -
6. “Except for the lndicatrons refened--‘ pY
-to ..above ethomohmiae and dichlor

'-"The Food ‘and Drug Ad:mmstratmn .
‘has evaluated: mports received. from the.
) ~of Sciencés- Natzon_al .

1.:Cardrase ‘Tablets containing: ethox-""

.zela"' de, . The U, ohn,Co_, 7111 Portacre ) smtable for oral adxmmsx.,'

NOTiCES

7. Diamox chuels Gustained release
capsules) contzining  acctazolamide;
T.ederle Laboratories Division, American
Cyanamid Co. (NWDA 12-945).

Such drugs are regarded as new drugs
21 U.S.C. 321(p)). Supplemenial new

drugs. A new drug application is required

"from any -person -mar ketmg such drug

without approml

I. -Ex noxzom‘an
CONVENTIONAL TABLET O§ PARENTERAL
Forms); DICHLORPHENAMIDE; METHA-

. ZOLAMIDE

A Eettivenes.  -Slassticution,

other availahle evxdence and concludes

2. Ethoxzolamlde is’ probably Pffeclnve.

.for its recommended ‘use ds-an adjunct
in the centxenceph“hc epllepsxes (petit'v
“mal, unlocalized seizures) .
. 3. Ethoxzolamide
;,-ev1dence of effectiveness. _
;- agement -of premenstrual edema and

lacks

;4. Acetazolamide 1

T

.nlv; l.u. L\.ua"n F

s
evxdence
ment of -clronic pwmonary 1nsufﬁc1ency

“-tion is- plepfmred to appxove abbremated.
-new drug - applications. and abbreviated.
. supplemen to prevxously approved new '
atmns under condxtmns ‘de~ ¥

iat aci ta7olamlde as tt‘e_

L fﬂm'u. 'na sec-:).ﬂ ATy’ sa
and pl‘eOpel'at'\:BL

. tre)xceplixc c,ﬂcpsies (peut m'll tmloc‘.l- R

-applicatichs are.requiired-to revise
‘the Inbe_lmg in and to update previeusly
. approved applications providing for such.

-unlocalized  selzures); chrondé stmple (0')0‘1_'

.conia where dexay of surgery is" (.es.lred m

Ac‘»:mzommmz : _(m; .

o ) pres;ure.
“The
. Food and Drug:Administration has con-
" sidered the. Academy’s reports, as weil a5
“Congditions “for- Marketing Ne¢w Drugs
‘Evaluated in Drug Efficacy Study,” pub-

substantxal' :‘;_Iabelix'i'g, 4

updating - i

ks substantxal'
- evidende:: of “effcct 1veness for-the treat-:
“ment. ‘'of obesity; -edems of pregnancy.'
,premenstrual edema, Memeles disease;. .-
- for” post-;.'__

of effectiveness for’ the. treat-i':

ear. the statemenb “caution:. Feder‘.I"_>
' ibit. dlsr‘cnsm" Wxtaoub pres"

'axe la.beled to comply-"'

ments of -the Act and - BS A
1 {bears ade- R

“"‘in paragrapl A above.w 1

A " m.uto angle closure
-.: gliucoms where delay of - su:gery ls-desired:

; m order to Iower ‘ntraocular pressure;, cenl~; r

ized seizures) -
Acetezolamide (in conbcntional tablet a'ud- L
parenicrai forinsy: o
. For adjunctive trﬁa.tme*x(, of: e(lema due to -
cougesiive heart faflure; dxug-mduced ede-
ma; ulltrencephalxc epilepsies - (petit. mal,

angle} .glaucoma, Secondary - gaumoca,. .and.
preageratively, In acute: angle closure glah—

order 1o lowser latraoc'ular -pressure. -
th.lorphenam.da and Metha..o’amtde'

For adjunctive treatment of: chroni¢ sfm- -
pie (open angle) glaucoma, secondary glaiu-
coma, and.. p'eoperat,lvely In. acute: angler
closure ghucoma. where delay: of SUrgery is
desired 'in -order - to’ lower m.tmoculaz‘

’Jﬁ‘ﬂuetmg status. ’\/Iarketmg of such
dru"s may be-tontinued under the condl— .
tions. described -in the - n6tice - entitled .

Hsheq in"the FepERAL REGISTER July 1:,_ g
1970 635 FR : X : £

(c) (d) e, and ha
e Opportumty foza a hearzng

of efrectweress Is.. Iachm




estlogens must contam the fol'owmg,
SeArning: .

‘bu—-’. g - ’

o time.

' extractmn pulmonary bleeding; and use

¢. The lzbeling for ali short-acting

- - WARNING _
‘-,A .,t'ltxstlcally stgniflicant’ 'tssoclntlon has

- been reported between maternal ingestion- of

dlct’\}lstm)estrol during pregoancy and the

© occurrence of vaglnat carcinoma: in the off- -
'sptmg “This occurred with the use of di-
ethylstilbestrol for the treatment of threat---

ened abortion’' or nlgh risk pregnancies.

‘Whethket or not-such'an a2ssociation is appli--.

cable to:all estrogens Is not known al this
In vlew of this finding, however, the
use’ of  mny estrogen fix - preguancy s’ not

L recommendcd

i Louc-Acnvc ESTROGENS
- A. Effectiveness - classifi cation.

c}udes that these drugs.-are:
-1, Effective or pxobﬁbly eﬁectwe for

o the lmhca,tmns described in the ]abelmg
- cenditions which follaw. The  probably
- effective mchcatron is “in selected cases. -
. .of .osteoporosis.” :

.. 2, Possibly. effectlve for: dmturbances
Jof the menstiual eycle ithy pomenorrhea,

»-olxmmenolrhea, irregiilar. cycles); sup-
yession of lactation; to minimize blood

‘surgery, lessen the ineidence of " 43 "4 ication was ‘not included in the

“labelihg-which thie Acadeny: reviewed' for ey 1

educe cgplllary -hemorrhage, . reduce

3. Teeking - SLbSt"?‘tlfll ewder'eme
eciiveness. wnen labeled for reliel

-pregnancy bleeding”; advanced cases of
_prostatic -carcinoma. resistant. to other
 estrogens; hemorrhagzc emexgenmes due. |
_tospontaneous bléeding; to reduce bleéd- -

ue to.capillary. hemarrhage durin
fter oral surgery and after dental

“in hyphema -during and after ocular
surgery. .

For prompt cessation of the. drug €ffeet

- the Iong-acting: ‘estrogens- are. élassified
"as-lacking substantial. eviderice of éffec- . Ui
tiveness for their labeled indications re-, "Dr
lating to their use --m neoplastlc dlseases i

. po_w 6T Wlth sterxle dxluen’c form- smteble
for- parenteral admlmstmtmn

:scuptlcm
<" b. The drugs are labeled to comp}y

the 1‘..1) R.\r. nzcxsrc.a or T
2656) ~The " "Inchca ohs’ &€
Imlew: (The possp v €

.. for 6 months) :

‘posgtoperative - ‘hemorrhdge; ahd- -avold .
“the risk: of multiple transfusions; and to

- spring. -

: this time. I view of- this. ﬁldmg.-
- the-use of any: est.regen in pregna 1 y IS not,

‘It addition, because of the possxbmty o
.of untoward-effects’ and: consequent need .-~

/- submiission’ of & supplement for revised
-labeling, an abbreviated supplement:for.
updating - informatlon as - deseribed in'=

- .mth all requirements of the Act and
- reﬂugtiogls The labelmq bears. adeqlnte-

REGISTER, VOL.-

NOTICES
tive indications may® also be included

. INDICATIONS - e
These drugs-are indicated for replacement
therapy of @strogen deficiency asseclated
with: Menopausal syndrame, female hypo-
gonadism (hypoﬂ’enltalism) smenorrnea,
female castration, or primary ovarian faitlure.
They are als0. 1ndicated for -the prevention
of postpartum. breast: engorgement; abnor-
mal uterine bleeding -due to hormonal im-
balance in the absence of organic pathology;-
and in osteoporos.s—depeudm[, upon the .
etiology “and then only when used in con-
junctlon with other tmportant therapezitic
‘measures such as diet, caleium, physio-

therapy, and good general hea,\Lh-promotmg
. . measures.
B The -
- “Food and Drug Administration has con-
- sideréd 'the Acadewmny’s teports,. as. well
-as other available evidence; and con-

“‘The following mdlca..lone may be in-
cluded provided the r,e__commended dos-,
age schedules of these preparations are
consistent with those récommended by
the Academy: Senile vaginitis and krau-

“rosis vulvae with or without pruritus;

inoperable progressing’ pro.stabxc cancer
¢for palllation only when castration is
not feasible or when castration failures

-or delayed ‘escape- following a 1esponse- .
-_to castratlon have. not.occurred).

osages -for any-of these ‘indica-

- that. notice..

_indications for which’ substantial evi- %
-dence of effectiveness is lacking as de-

14827

d. For indications for which the drug

. has bLeen classified as probably effcotive

{included in the “Indications” sections.
above) and possibly . effective (not in-

cluded in the- “Indications”. - sections
above), coniinued’ lise as described Inm . 3
paragraphs (c_:) (u) -(e)y, and (f) of -

- IV, Opportunzty Jor a’ hearmg 1. T'ﬁ
Comimnissioner of Feod .and Drugs - pro-
poses to issue an order under the pro-
‘visions of sectlon 505 (eY of the Federal’
Food; Drug, —and:. Cosmetic: Aek. with-
drawing qpnroval of -gll new drug ap~
plicatiens =and 'all amendments.
supplemcnts therebo providing: for ti

scriyed®in paragraphs L. -A. and IL A,
-of - this -annowicement. .An - order with-
drawing appreval “of-  the applications -
will ro$ issue i such zpplications are
supplemented 'in -accord. with-:this pno-
tice, to d.elete such indications:. Any
related drug for 'human-use, nmob-fhe, 3
subject of an approved new -drug -ap- F
pln:;a,t‘on oqezed for thi mchcavx 3 )

tions -whieh: are to be used in labeling - ™7

‘must be supported by clinical data if

hat’ paa:hcular ‘preparatiofn. . v
‘¢. The labeting for -2ll long. a(:l:mcr es-

WAPNING .

JEVRIY: S n:‘ﬂr\o‘c\"u\r\ Ko

This- occurred

_diethylstilbestral for - the treatment -

applicwb)e to all’ estrogens is ‘not knownm.a

re¢ommended.

ondltxons -described “in “the, notice ‘en-

! Evaluat:ed i Drug.

1213)

paragraphs (ay(1y @ and 1D of the
notice ‘of. July 14,1978, -

the use of.labeling in accord with this
anncuncemend - fo; Cany
shipned mthm '1

ctin

i Lee wuz,

rogens must contam the followmg

.. A& statistically significant asstelation bas o
‘been reported between matérnal ingestion: of ..
B dlethylstubes‘.rol during pregnancy and’ the
. océurrence of vaginal carcinoma  in the off-
with.. the wuse. orj 1
of -’
" threatened ,:.abortion-"orz-“high Tisk, pregoan-
cles. Whigther- or not- such.an sssocfation is: - 5

however, . .

- prepa,red
d

| “Conditions “for Marketing New
Efﬁc«.cy‘ "’
pubhshed in the FEpERAL REG- |

‘e.: For any chstrlbutor of the drug,

. ¥pevew .
"?'*:Jv:o-x of an .».w

investign

atxons ar‘. ot ¢
for approval

issue a - wntten 'I'xo ¢e of the time . and
place: ad wmch ,the
com'nence.'_,

=announcement <hou e

‘a.nd,‘;'

heann:, ’mﬂ. x5




\L Wsese
3 marketed.

~ - 2851)

e

ST

sented to have under the condifions of
wie- prescribed, recommended, or sug-
gested in the labeling. The holder of the
new drug applicetion has indicated that
‘préeparaticiis

are o

A notice was published in-the PEDFRAL
REGISTER -0f February 8, 1972 (37 F.R.
‘withdrawing approvai - of WNDA
7-249 on the grounds. that reports re-

“ gquired under secticn 505(j) of the Act”
+ and §§ 130.13 and 13035 (e) and () of -

-the new .drug regulations (21 CFR 130.13

. and 130.35) had not been submitted. Ac-

) \,ordmgly, no -further action under the

‘v | EDrug Efficacy ‘Study ‘Iriplementation’ is
" “indicated. However, if any related drug’

for human use, not the subject: of an

approved new drug application, is on the.

Trmarket, it may be affected by the effec-
" tiveness classification described above,

" . A copy of the Academy’s report has
- beeni furnished to each firm referred.to -
" above. Commumcatlons forwarded-in re~
) : i announcr’ment ohould be -

© Drugs:

2equests for the Academys re')art Dru
Efficacy Study Iuformation Conurol (BD-
6T}, Bur¢au of I:)rugs. ) )

"
mentation Prolect Offica (3050},
Cof D*ugs :

This ‘hotice is xssued pursuant to pro ;

E‘R 2.120)
Da,ted June 28 1972

Assocuzte C'omwuséwner
Ior Comp tignoe

. Siudy lmplememahon

: Nafional. -Academy of Sciences-Nitional

Graup, on: the following drugS'
s I “SHORT-ACTING Es-mocx:\rs .
Preparatzom contammg ethmyl es .
adzol. ‘a. “Estinyl ~ Tablets; . Schering
. 80 Orange Street, onomf‘ eld, N
‘ND‘\S—"‘)'7). 0 d

Ionger ’

.Orxghal new drux.7 applicatxons' Ofﬂce of- Scl-‘-g‘
. entific | Evaluation.’ (BD—-IOO), Bureau of -
-7.of sRichardson-Merrell, -Inc.,
- Amity “'Road, . Cincinnati,

Pnrnnu-

ionis: of the Federal Food,. Drug, and.
Cosimetic: Act (sees, 502, 505, 52 Stat. -
0-53,.as.aimended; 21 US.C: 352, 355) -
d under the authority delegated to the.
omigissioner - of- Food and Drugs (21

- Food ‘and . Drig Admmlstranon"
evaluated reports received from the-

. Research Courncil, Drug . Efficacy Study:,’--

. MOTICES

b. Lynora iaolets Organon, Inc, 375

. Mount Pleasant Avenulc W:.st. Oxau“e
‘N.J. 67052 (NDA 5-180)3

2. Prepa rations con wtaining estrediol di-
propionaie. a. Cvocylin Dipropionate In-
jection; Ciba Pharmacculical To., 556
Mor: bAvnnux, oummxt N.J. 07901 (1\4DA

7405

3. Prc:narat,ons cnnta»m:ng estrone.
a. ‘The,elm_Al,neous'Suswension: Parke,

‘Davis and Co., Joseph Campau Avenue,

At the Rlver Detxoxt Mich. 48232 (NDA
3-977).

- b. Fst.ugenone ‘Suspension, Kremers—

Urban Co., Post Office Box 2038, 5600,

West County Line Road, Mxlwau;ee Wis.
53201 (NDA 1-543) .

- ¢. Estrone Aqueous Suspension; Abbott, -

.,

Laboratories: 7l andFmridan Road,

-North Chlcaﬂo IIL. 60064 (NDA 4-823).

4. Preparations containing conjugated
estrogens. a.  Premarin Tablets;  Ayerst
Laboratories, Division American Xome

" Products Corp., 685 Third Averiue, New
'_Yon{ N.Y. 10017 (NDA 4-782). )

b. Premarin Intra,ver'ous Ayerst Lab—

: .voxa.toues (MDA 10-402). .
‘B, Preparations contammg methalle—-—
_'nestnl a, Vallestril Tablets; G. D. Searle .
cand Co., Post Office Box 5110, Chlcago .

111.‘60680 (NDA 8-579).
_II Lova—Ac'rma ESTROGENS _

anisene.a. Tace 12 and 25 mg. Capsules;
Merrell-National Laboratories, Division

Ohlo 45215

; (NDA 8- 102 a.nd NDA 11—444) (two
i) ~ :
LA va""f::tzom toiming M\‘md

Georges Road, Ivew

diol phosphate. .a ‘Estradurin; -
Laberatories (NDA: 10-753). ; .

without approva.l_.- PN

this ammuncen1°nt .
-SHORE- ACTING ESTROGENS
classzﬁcatzon

; A. Eﬁectweness

that these- drugsare:: .
1.: Effective. or - pr bably eﬂ’ectwe for

-conditions -which fo}lov»,

2. Pasy 1b1yr

3

sup-

pression of lackation;- tg minimize

. [ PYu s
loss at SUTEery, al3sen R

Prpparatzon., containing. ch;orotrz-'
110 - East .t

- tive mchcatxons may also E-.e mcluded i

% 4 'i's "'luuuua.l ..
'vnlernfp a. Delestrogen; B. R. Saunibb.

. and’ Sons, Ihc,
Brunswmk, N.J. 08903 (NDA 9-402).;
3. Prepamfzons containing polyestra- -

Ayerst :
] .. femiale-castration, or. primarsy varian fa‘

therapy ‘ef estrooen denc;a;

:Such- drugs are regarded as new drugs

21 UsCr 321(p)). -Suppleniental- new

~ -drug‘applicationis sre required to revise’
--the labelint in and {6 update prewou;ly

- -approved a.pphr‘atxona providing for such

. drugs. A new.drug application is required

from' any person marLetmg such druff,:._-_

'in the ab‘sence-ot-»org P

: -osteoporosm—dependmcr i \1pca1
‘and “then  enly “w i
. with othef Imp

“Fhe Food and Druor Admmxstratm"x is:
prepared to approve new drug: apphca-"_‘ Cl
tions ‘and supplements to-previotsly ap-~-
proved new drug applications for these O]
drugs. under the’ condmons descnbed in

; ’I‘he
" Food and Drug Admlmstxa.tlon has con- .

.+ sidered the Academy's reports, as well as
" other.available -éviderice, and concludes

the indications deseribed in the labeling
The prebably
- effective fndication is “in. selected cases :
- of -osteoporosis.”. :
ed,we for dxsturbmces of
| the  menstrual’ cycle - (hypomenorrhea
‘,-ehgqmenorrhea: frregular cycleés);

x muob be sapported by chmcal data’ 1f‘- t

-}mchcatlon was not mcb 1ded in the hbe
hlongd hrth ;

postoperative hemorrhag gz, and avold the
risk of muitiple transfusions; and to re-
duce capillary hemorraaze, reduce ihe
oozing foliowing multipie transfusions,

and prevent or arrest delnyed hemor-
rhage. :

3. Lacking substantial. evidence of ef~"-
fectiveness. when labeled For “relief QF ..
pregnancy bleeding': adumccd cases of
prostatic carcinoma. resisfant to ot‘lez:
estrogens; hemorr hagic (:*“ﬂrgenc'
to spontaneous bleeding; to° ]
ing due to capdlary hemeorrhage aw :
and after oral surgery and. after ces taK
extraction; bulinenary blegding; ;and 3
in hyphema. during ara after oculaz'
Surgery.-

B. Conditzons for am)rm,al and mar—-_'
keting—1. "Form of. drug. Except for es- -
tra@ioT dipropionate and estrone, these
preparalions are in a form suitable. for.
oral administration. Est,rwalml dipropicn-
ate estrone, -and conjugated. estrogens -
may be'in s form suxtable for parenter'il
administration,

2. Labelmg condz*zons a_ The Iab&s
bear ‘the statement, “Cawiion: Federal .
law prohibits alspensmg m'lthout pre-
scnptlon o

vula.txons ‘I‘he la,be'mg _ea:‘s adequ
formation for ‘safe i

These: drugs are indxcated f.o—

with: Menopausal syndiome.. Teémale
gonadism (bypodgenitalismy, . 4

T];ey are also mdica. d:; fo

uterigie h eedmg due

such as -diet,

fmlure; or delayed escnpe follo
sponse to. éastration -havé not.
bxeast; cancer (for pa.lhatlon nly -ir

‘sistant disease - who
postmenouaus‘ll and
erable cases |
cannot he’ perf.ormed
ent surgxcal contram
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= CHROMALLOY PHARMACEUTICALS Kc.
N4

A SUBSIDIARY OF CHROMALLOY AM%RICAN CORPORATION

CARTEF% GLCJGALJ LABDF?ATDF!IES DIVISIDN

Feburary 15, 1979

Marvin Seife, M.D.

Director '

Generic Drug Staff ' NDA OR,GGAMENQMENT
Office of Scientific Evaluation ; R R A T S
. Bureau of Drugs SRR
Department of Health, Education § Welfare S _
‘Public Health Service . : g},&?
Food and Drug Administration : :
Rockville, Maryland 20852

SUBJECT: NDA 83-546 Estradiol Valerate Inj. 10 mg./ml.
NDA 83-547 Estradiol Valerate Inj. 20 mg./ml.
NDA 83-714 Estradiol Valerate Inj. 40 mg./ml.

Dear Dr. Seife:

Inlresponse to your telephone call today, I am enclosing 25 physiciané
package inserts for Estradiol Valerate Injection 10, 20 and 40 mg. /ml

These inserts were revised in March 1977 and show only the 8 indications -
you specified. I can find no record that they were submitted to you ‘"
previously so I assume we were holding them ant1c1pat1ng add1t10na1 .7
indications would be approved.

Sincerely,

CARTER-GLOGAU LABORATORIES DIVISION
CHROMALLOYvPHARMACEUTICALS, INC.

1Jack K Dale, Ph. D
- Vice Pre51dent

-Quality Control/Regulatory Affalrs

(M-C LaBS)

' JKD/ht

enc.

e *-'rmr-v\.:u‘:;;"t.‘rl;‘r'rl'ﬁ“'l“.rlv_nl‘t:" anliV -vr.::nimtr;‘n‘ﬁmonn‘ BIIVY
TELEPH"“'E (602) 935-7565 © TELEX 66-8304




HoA  83~-547

AF 9-931 o

MAY 151973
Myers-Larter Laboratories, Iamc.

Attention: Nr, Samuel Faimberg

5160 ¥. Bethany Home Read

Slendale, Arizena 85301

Gentlement

Refarence is made to your abbrevisted new dtag application dataﬁ
February 5, 1973, submitted purswant to Section 503(b) of the Fedeoral
Food, Drug, and Cosmetic Act for Estraéiel Valerate Injection, 20 mg./ml.

‘We have camqlﬁted the review of th&s a&ﬁravintaé new drug applieation
and have tha falleming aamm;@ts tegaréing the proposed lsbeling:

1eaamiw label: Inelude ﬁm vial size.

2. Fatkaga iaseit:

-
SOV L e K aa AR

- v AT LA
R et A T

it AT

" "b) DOSAGE AND ABMINISTRATION: The submitced dosage levels are
' iﬁaéequata, {neffective ané éemaﬂstraﬁe a lack of kapeledge of the
product.

Eaelaaaﬁ is a nagy aﬁ the ia%iﬁﬁﬁg gaidelines for yowr reference.

ﬁtheﬁ i&farmaﬁiaﬁ reqaireé ﬁy 13@.4€£) of the regulatﬁans:

e ﬂla:iﬁvahathﬁr #hg'ér§g desage»§erm is 8 sa&am@ga qx a~s§sgaagiaa,




- .

Fattther, The Boreau of Drugse, Office of Compliance is currsantly evaluating
your status with regard to compliance with curvent Good Honufactuy ing

Practice vagulations. We will correspond with you after their review is
camplete.,

Please let us have your vesponse promptly.

Director '

Division of Actlons lmplemeptation

brug Efficacy Study Implemehtation
Project Gfftee : R

Eufaau of ﬁfags-

?Enaiasurez
Labsling guiéaiine$

- eet

”"l,"R/D 1n1t

Bﬂskpﬁ

Dup
- BD-69
’ BD:—66 .
BD-106 | .
BD-242 .4 ‘%};u 5//'//7—5
. BD=340 .
VVKarusaltls/JMeyer/MJarskl



| MAR 02 1973

Hym—-ﬁarmr Labemwﬁas, Tac. e
x:  Miv. Sasmuwel K. Falmberg

&16& %&st Bethany Home Read

Gleﬁ » Arizeua B&Sﬁl

We anknawieéga the reaeips; eﬁ your ab%z fated new drug agplicaﬁgn |
‘gubmitted pursuant to Beetion 555(%} of the E&daraz Food,. amg, and
camtis Act for ﬂhe ﬁ&ilwing. o

sion, mmm



PERSONALLY SUBMITTED BY
o B Leca e,

1261J&\b95§¥§4L

2 73

AE‘BREViATED
NEW DRUG APPUCAT!ON

Februa;y 9, 1973 -
33547

LA B URATDHI ES

SUBSIDIARY OF CHROMALLOY AMERIC@N CORPORATION

Marvin Seife, M D.

Director

Division of Actions Implementation

-Drug Efficacy Implementation Project Office
Bureau of Drugs (BD-69)

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE -
Public Health Service

Food and Drug Administration

Rockville, Maryland 20852 ' :

CEIVS
A Véb

FEB 161973

SUBJECT: ABBREVIATED NEW DRUG APPLICATION FOR
. ESTRADIOL VALERATE SUSPENSION 20 MG/ML
FEDERAL REGISTER RULING OF TUESDAY,
JULY 25, 1972, VOL. 37, WO, 143, DESI 1543

Dear Dr. Seife:

We are enclosing our Abbreviated Ney

: Drdg Application
for Estradiol Valerate Injection, 20 ,

PR
Enélosure: Abb. NDA

c.C.

GENERAL: OFFICES and PLANT: 5160 WEST BETHANY HOME ROAD, GLENDALE, ARIZONA 85301 = TELEPHONE - (602) 939-1426

-~
-

ot

v ‘CABLE ADDRESS — *M-C L ABS PHX"" S TELEX 668 - 304



